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#3L*r-g-^- U-*1*M ^ M-g- ^ ^ {Orally 

administrable pharmaceutical compositions and methods for preventing food-drug 
interact ion} 

-§-^#-^# ^-S^-g-(food effect or food-drug interaction), # 
^# 9? ^r*> 7 >14. iLtf -sMlSMlfe, ^ ^#o] -g-Ai # ^ « 

^ vfl£] ^ Jr^ ^-]f ^£.4 ot # *^ 7 }. #^>i=. ^-g- 

*)l*fl^ ^^l^l-g-i-Cbioavai lability)^: <^-§-^ -g-#^£, l^r^rJE ^ 
^ i^f4 Ju^( first-pass effect) ^ ^ 7 fl*flofl tc|-€- 
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°1 -f tiVEflJSL -g-*]# <?]Sfl ^ol-g-t-o] #£:*rfc T^ofl^ 

Singh, Effects of food on clinical pharmacokinetics, Clinical Pharmacokinetics 
1999 37: 3, 213-255; I. Gauthier and M. Malone, Drug-food interactions in 
hospitalized patients, Drug Safety 1998 18: 6, 383-393). ^] *l5L^)^7> ^ 

<8^& *fl^ , «r7>7l- afltflJL *l7]7l Tjo. nfl-f 433" 

S.€- ^ ^# 9i 7fl^r ^^SHH -§-^# ^#)7> ^ofl 

^4 *1 3~ ^^flo> ^711- ^^Tfl ^Cf. 

^V^^o] 7l^O.S^ ^7-1 ^^Vllo) ^^o. 

1- *r 544. l-o], ^#3] -g-*fl5l7> -g-a-no} pHofl nfer H7l| ^Hfe ^ 

^ 5^. ^ ^7> AIDS *m*l]<y 91^*] a ( indinavir)^! 01, °1 ot^ 

71^ ^# ^-Jofl 51*11 P H7> ^7>t5>^ ZL -g-#^7> ^# 
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SWL. E. Schmidt and D. Kim 2002 Drugs 62(10) 1481-1502). tr^ -8-«fl£7> 

^i *i-g-^ ^t- -g-^# ^ti- a ^4 ^l<a^-S. ^l-ol -g- 

^ #^#ol ol: # ol cflA^ofl -ol ^^ol-g-^ ^5|-Al 7l^r ?H4. ^^^1=5. 

^(grapefruit) ^ ^#1 *1 *H #5.^3.^4 ^s^i^o] tflA}7> ?Mi*H 0)^.0] 

^s). ^-ol, ot # o,i <4er n 7l^ol oil- 7 flAl^- 

*r ^ &7fl ^nf. ^, <$#<3] -g-*fl5l7 r ^01^ ^-f -g-sflSLl- ^7> 

^lfe ^1^* ^Tjl^H ^#51 2^3^ ^ &th SEtr ^^xr 

-§-#^£o]l cg % ^ -1^, ^sl-Al^ Sltr ^ ^^r» 711^^1^ 

<^l£ $icf(nl^-^ *)15,294,615JQ. ^ ^#^1 -g-«fl£^ ^1^ ^ ifl ^ ^MH , 

^ ^sl TIM- , *1 ^ ^--4 ^£7> ^-§-#£) ^-f , -g-^ 

^*fl **r7> ^*>£)^ ^-°-7> ^C-il, ol ^-fofl^ AflS£ aflig Sl^flA-1^ 
711 ^€ <^17> *fJI 7>^2l 
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**fl ^t- ^ 7fl^l*>^o> ^ og-^^ ^cf(Pao et al., Reduced 

systemic availability of an antiarrhythmic drug, bidisomide, with meal 
co-administration: relationship with region-dependent intestinal absorption. 
Pharm. Res. 1998: 15(2) 221-227). 

^ 3j-*r S^r Tfl^S^-Ei -g-Al-g-^-g- ^^-g-# ofl^ ^ ^ O. 

^Bl^ SJt^KB. N. Singh, Effects of food on clinical pharmacokinetics, Clinical 
Pharmacokinetics 1999 37: 3, 213-255). tb^, D l^-^ ^16,338,857^ 9? ^ 
6,368,628^^1^^ -g-*l#«*H Sltt -fl*H-8--M ^SrS 7fl4U]?l ^#^r iLi*}^ oj4 
. 7l*H ol*> ^01^1 ^l^l ^c-lei, ol^ o^tr <«*IM-8-* 

<8> £ ^-^^Vl-^r *1^ ^*1#-$J ^10/280, 587 Jl°1H 7l^ofl^ ol^l ^roj-cl ^_ 

^S^f-g-Sl 7l^O.S -g-^lt-21- Jl^^I ^^l-g-# Htl iSj- 

7M151 ^EltMH <£b!31 y>S^ ^1-sl ^ i^- Ala. Bin (secret in) 

21- #eflAliS7l\l(cholecystokinin; CCK)^ &*]7\ *^S^t|-(V. S. Luciano, Human 
Physiology 5 th Ed. Chap 16 The digestion and absorption of food). *lHe| Hxr 
*\ ±.&<L3, &«)SL$= 7} fl*H HCO3- °1^ ^fll- ^AlTjcf. ^ 
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CCK« ^-al^^ 7}t] ^ Jl^^ ^-wli- #^}*Vcf. oj-i- £, 

si- Jl^H^ B^^l, 7lS.S^Aj, 9}^^}^^}, eKIsMl, o>^^ ; ^^#e)o> 

i^ A i 7>3J ^ 6>M^, £-$Hg ^ Jl^I-^ «-^2>^l£ ^r^^-cf. 

tVig, -^Ml-Hf-S^H ^1W000/39124S^1 7lH^ H-f-^ ^^fl^l ^ ^o], 
(2S)-N-{5-[o>nl^(olnl^)^^]-2-E]o11^}^^-i-{(2R)-2-[(n^l n 111) 0 > D l^]-3 ( 3-^ 

^ ^4 A l r 3^ ^ ^# ^#1 ^ ^ Alofl^ ^*|) 

°l-§-#°l ^7-1*1 ^ ojjL ^£4. ^# A^l 4^ 7fl^- 

7^efl^ll-<H]^£ ^#o11 <^ ^5j-7> Jijisl w> ^cf. c^l^- s-^ s-18326 

<£3}*1 H-§-^ 7-^fl;^ ^H-g-^ 7 floH ^4 a] ^^j-o^ n 27%^ AM- ^ 
# ^#1 ^ ^M^* ^Hlfe 6%<Hl tb€ S-31922^ *1*Ml£r ^ 

4 *1 ^ ^#1 ^ 7lHH^ «H-§~&°1 ^ 36% ^ 22%S S-18326 J±tf -g-^i 

#^ <3^§- «^ ^"711 Ji 
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-n^^^KVal lez M-O, Different food interaction for the orally active thrombin 
inhibitors S18326 and S31922 in dogs, XVlth Congress of the International Society 
for Thrombosis and Haemostasis, Washington D. C. , U. S. A., Poster 2289). $\ -r- 
M£r HtSl S^ofl ^ *>°l7> At].. ^, S183264 

S31922^ H^-^ofl tfltr IC 50 ^ ^ 3.6 nM 43 nM°H , J= 13 41<*| cfl*V IC 50 ^ z}-zj- 
20 nM ^ 340 nM°l5M. o]<^ ;£oj B^^l^l tfl^ %^o] ^-rfl^ 0.3. S319227> 
S18326<^1 ti]€fl ^ ^*H-8-*£] #^7} c) ^5*^. ^ H^^Hl rfltr *M 

°1 ^ S18326^ ^^flol-g-l-ol *]#H1 d| €■ <3^8: ^5*4/ H 

Bf-*i ^«fl^I^l R-Piq-Pro-Arg-H£ ^ ^7} ^ ol^o^m, ^ ^6\]x) 
^ * ^^ol-g-f-o] #^S)£r 53 o.S iLJIsq&PKR. t. Shuman and P. D. 

Gesellchen, 1998, Development of an orally active tripeptide arginal thrombin 
inhibitor, in: Pharmaceutical Biotechnology Vol 11. Integration of Pharmaceutical 
Discovery and Development. p57-80, Plenum, New York). °] -i-^^ H^^Hl rfl^V % 
^■Br iUlS}*] #5**1 S1832631- v}&7}x)S. o}=7l\i(Arg) -fi-J£*lHjE.S B^^Hl tfl 
n # ^^-S ofl^ ^ ojcf. ^^7>B?t(Melagatran)^£r^- ^-g- B*Sl *\ 
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°^(D. Gustafsson et al., The direct thrombin inhibitor melagatran and 
its oral prodrug H376/95: Intestinal absorption properties, biochemical and 
pharmacodynamic effects, Thrombosis Res., 101(2001) 171-181), ^ ^^f* 7fl*i 

o^*v ^^oi^o] 7fl^dsl5it^. neii4 'I^l-B^ <*M <g7l 

£ ^*rl-gr H^^ofl tflsfl H fti J 7^^o^ ^-f, ^ JfLo} 4: # 

711^^- ^ 01-g- ^ol^r-fl ^f^l-Ji, Al^^oj ^ m ^ t ^ 

S.^^ ^ # A^ofl 4j*Hol-g-^ 7 ^^}7] 

3^ <%A*W *fi^-sRr l-^^l 4^- -S-^l- ^3 
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<is> a- ™ 0^2}, ,|tfl f^f M-Bj-q]^ cf^ 

^H^(peptidomimetic) ^=#, ^ B^^l ^ <^>^^ Jl^I cfl^fl ^-g-s^ ^ 

#ofl £ ^.g-^ oicf. ]£*!:, i^- Jl^ ^ -§-^1-^ s.^ nj-o) ^^j-oil cq 

<14> ^t^^.. 

<15> i) t^-lt ^1 ii). Jl^ HL^ ^]-§- ^^-4^1 ^*fl ^^l°l-g-l- 0 l *1 

<16> ii) ^1^0.S ^-§-5}^ ^ JL^> 

<i8> ^fl ( a. av 7) ^ ^l^o.s ^7H1» ^-ft^Hr 3^- 

^^-g- *H*fl, #<H ^ SE^r M ^HS*«, Hl^r ^^flofl 

<i9> ^ ^ a) hl^ -g~±m ^4^1 ^*fl ^ 

<20> ol*>, ^ o. ^tg W , 



29-12 



1020030011392 %:^ <&t\: 2003/7/4 

*<M1 ^ ^1^1- ^^*Vr+. a. «v^o} 2^0. -g-^# 

-i- <£*r ^ 7>^1 ^^.^ oij7 ( ^ J7«^ JE^M, ^-fofl 

<22> -§-^#^] <=§^g- ^ %SL5L <^#£- nfl^ ^0.14, =L ^ ^ jLdb^ <J 

^1 ^7} 7<] ^ ^-ffe ^- ^^}l;oll ^110/280,587^^1 s)^ 

S yflAl^ojcf. 

1^1 3^-# iE^r ZLS] ^Ml^is ^-g-£l^ ^01^(^-^^-711 *)lW000/39124Ji 

<24> Js}-*}-^ I] 
C D 

(Hn )n H 

a yVV- e - f 

BO O 

<25> #71 ^) ofl , 

<26> n o. Xj 2 s-b 3°1zl; 

<27> A^r ^i, <M, C 3 -7^ o ms.°^^, °>1i, -S02R 1 , -SOsR 1 , -COR 1 , -C0 2 R 2 , 
-P0(0Ri) 2> -CCH 2 ) m C0 2 R 1 , -(CH 2 ) m S0 2 R 1 , -(CH 2 ) m S0 3 R 1 BL±r -(CH 2 ) m P0(0R 1 ) 2 ol ^ , 

<28> o^H R i^ ^ > d-e^A, C 3 - 7 A}°}W3-<Q-?Q., 41, -(CH 2 )^m, BL±: -NR3R401 
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<29> R2^ C 3 - 7 ^]mS.^, -(CH 2 ) B o>^ iE^r l^l^H, 

<30> 1, 2 iE^b 3°)JL, 

<3i> c$ 7 ]*\ Hi ^l^rS) 7] 14 *fl^ 5-6 ^ #W *D3|3A}°1#^ ^-oj 

<32> R 3 gg R 4^ -S-^^ o. S Ci- 6 ^^, 2L^r C 3 -7 A H#S^^olJl ; 

<33> B fe JEE^r Ci-6^^ 0 H; 

<34> C ^ ^^^^ Hi ^1^-5) 71 14 Ci-4^, Ci-4^^1, CF 3 , 

nfl^^l^^Al , ^olc^-Al £ -NR3R4S. ^EHS]^ 1 JE^r 2 

i^*} £ N, 0 £ S3. ^3 zif-o.S.^-E-1 1-3 7fl2l «0EflS.^7>S. 

. 5-6 ^ «|^|S4 0 lfSl € ^l^EjolJi; 
<35> ,X x-Y y-X 

<36> a) 7 )*\ Xtt S, 0 NRH^l, 

^ Y 3> Ztt ^-f^]^ N CR 6 ^H 

<38> R5^ ^ 5£tt Ci^^^lJl, 

<39> R6^ ^ ( CF 3 2L^ Ci- 4 M°H; 

< 40 > F - _c(NH)N(R7) 2> -C(NH 2 )NN(R 7 ) 2 , -C(NH 2 )N0H SEfe -CH 2 NH(R 7 ) 2 °1:H ( R 7 £r -g-^^ 
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<42> la ] 



«J-sM A oM ^ ^e^^, 1-^^ l^fs 43^^ ^ ^ 

#4 ^ = ^ ui e^-w] 7lEf ^^#^1 ^l^Loil A >-g-^ 

#^>534. ^ ^ -f-<^ *fl^ -a^is o]5i^ ^# <*i^§- ^ 

t^^r B-g-Wl X-lSflall, s-ol icq gj.^ ^ n o| ot^<s}- 

-***k ^ -g-^m^^i^ ^ ^^]4}-^o.s. ^-s-si^ ^7Mi« ^--e-^ ^ 

Jf-oJ-g- S^l-^: ^t$j°- S *> Aj- 7l ^Ml^^-S. *l-8- 
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H^^Hl tflSfl S-18326, S-31922, R-Piq-Pro-Arg-H ^ ^47rH^°l ifs] 

£ ^*IM *l-g-4£r 334 jl£-4tt -EeHlM = , 

-il-Si °H3l = , ^Sltil^^l-^^CPVP), 4^1^ JL-&4, ^-Al, o> 7 >, 1^, ^jBj, 

A r°l — , Dow Chemical), *fl;£S.:i(4 0 l j= s-4 nfl^«S>i(HPIIC) , ShinEtsu), 4 
s.£L#(BFGoodrich) $ ^s.^ ^-g-g. ^444. o]£- ji^}^ ^sj^ ^^7} 
#7>^H ^4°fl ^4*Rr ^"Tfl oll-o^ ^nl- Jf4^£. ^444 ^ 

£:7fl4 * ^^7l#o11 iLJl^ 4 5U4. *<H, 4^44^ *fl0 514 008 A13L<*IM 

44 Jl**^^ 3^- 3*^* ^ ^ Ol S. J7^-7>5. 

^>W<^1 W 4°11 & ^4^# iL<^£4. 44 €"^Mfe- 4^- % ^a}-^ Jl£-44 

€^#el^l# 444; o11^iEl]s(p 0 i yglycerol fatty acid es ter) £E^r ^l^(lipid) 
* 4^ SEfe 4#3 ^314-g-l-^- #7>4^4. o]4 ^4 ^. ^ 

<>114^r 4#4 ^4 ^-44 i^^l-t ^44^ 4^, -#71 4^4 4*fi44-£-S 4 
-§-5}^ 7>4 ^7>4, 4 ^^1, #e}4, ^-tg^l ^ 3L^-*Rr 4^} S^r 

*r 4°J4534. 

a. ^oflA-l Af-g-4^ #el^-^(Dow Chemical)^ Jl^> #4°^ 31^-44 

^5-4, zl ^ £41H1 44 ^-§.4^44 35. ^ 44 -01 4444H1: 

WSR 301: ^ -g-4^ 4,000,000, 1% -§-<>-» 4 1650-5500 cP; WSR N-12K: ^-g- 
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1,000,000, 1% -g-^ ^£ 400-800 cP; WSR N-750: ^5 ^>^= 300,000, 5% -g-<*> 
^ ^JE 600-1200 cP; WSR N-10: ^>^= 100,000, 5% 30-50 cP). 

2^71 (high shear granulator)^- -§--&- ^(melt extrusion) 
1-5] ^^^(roller compaction)^- °l-g-^H 2:^^ $1^. 

£ A]-g-^^ ?r s ^(BFGoodr ich^r)^ Ji^^> °>a.m^r* l-^^lHi 

#4 ^-S]#5- 7}m ^Al57l ^1^1 o.s^, 7>s.^.l- 934P NF, 974P 

NF, 971P NF A|-g-^r4. o]s- efl^l^ #^ ^ a] ^£ 7 > €• 3 

^ ^-7>7> 7] ^(swelling). 7>=a.l-8- 5£^Rr #&| (Roller 

compaction)^ ^l^r ^ S^, # 5E^ ^3.^ ^f J-^AS ^>-§-^ ^ 2^, 
3^ ^ *fls«- ^ ^cf. 

I^^H A}-g-5^ ^S.^ oflEfls^.^ 5|o|na A l£Sl nfl^ ifi»5.^ , 3T>o] 

^-^Hl€ ItSi ^o] a>-§-^ ^ oicf. ^1-5.^ ^Efles. i^>^ sf^-^ 
^tr 2^ 1^ wj-^ o.s *flS«; ^ 5^. 

21 ^-f pH7> #^<i 4£r £7]- #7>^S-S, -§-SfliLS*lH^r ^1«H 

— -S- ±r ^-<3^, = ^eflA]-, ig-AV -ol £f^cf, 7lEf 

^jii^isisi^, ^aii, *11HK> ^^fle, ^a>^ ^ 31 £#^1, # 
«m ^1^^> i^ElH(fa|^ 2-^el-^ 511 °1H, S.^*e|^^H, £ti 
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ftllolBCTween 20), #^^-^1^11^1 20 2.i^elMB(Tween 80), €3^- 

^HlH^l #«m H-i^i^K^HB, ^^HH^l s.i^g;n] 3] o] e - )> s-^sl 

X\6\)^ 3xK*>-fi- -B-^K-t^^ 40 ^rdb^- 5qp>^>-a-(Cremophor RH40, BASF), 
^ 35 33*>*KKCremophor EL, BASF), 60 sM*}-n-(Cremophor RH60, 

BASF) f-), ^B^Hlli^ ^el^ll- ^-AliEfloVeflojH, ^ ^^#^^1 Slfe 

oll-o] -.o] oic}. oj-i- -§-*}] j± s^l^ ^#^1 -g-*fl£. ^ #^<H1 ^5+ 

^51, &-§: ^5. #4. 

<5i> ^ ^d\)X] a>-§-£]^ sj=a|) ^ o.s ^-g-^ %^*H^ ol^lol^, ^a., £^ ^ 

*M?h ^Bll^SAV, iEfl^ P>ZLVil^, #E^^n>eAV l^Ef -oj ^cf. o]s. ^eB 

<52> ^#^r iS)- iE^ A^jz). -g-Al^- *=o) 3=L 

^oj-g-l-ol ^ 1^]-^ H-§-«l 1-90 «> 

f-^*>7ll^ 10-60 f*^, ^-§-3^ i^>» 10-99 

, wH^Ml^r 10-95 f^Hf , ^ ^Ml^^s -g-*flt±2^m 1 

-1000 aV^SMIfe 100-500 #^-¥-5. ^-B-W. 

l-^i ^^Ei, -f-g- oj-g-^ £Al JZ^^, -g-g- -§--§- HL^r -g- 

-8- ^^(spheronization) -§-<>l ^cf. t^l^, H#«] ^^fl^l ^ ^l* 
*>£r S^7] ^ Af-g-sH ^ S^SH ^JE 
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9X^. ^ <$x}^ y).^^- 95% 0 -|^ 2 . mm °}a>}o}v>\ 

, ^ w>^^>7ll^ 95% <£x}7} 1 mm ^H*}. 



<55> 1: 

<56> A( S.^^ 301 ^ A E |o}HA> P>ZLVn^(#EM^)# 5:5:0.1^ f^liS. ^ 

^ ^ ^7HAl B^^Cf. t=H^ ^-g; -fi^H ^^JL <$X\5L 

0.3-1 mm^l sf^-g: <£&4. 100 mg^ ^# A» f-^Kr 4^-§: ^€^1 f^l*r 

<57> ^Al^j 2: 

< 58 > ^ A> 301 ^ ^Eflo>3AV p>^til#(^Hfl^) o. 6:4:0 ^ 



<59> ^Al<^] 3: 

<60> 301^- 5:5^ #^15. -EtKr 3s #-§: ^-a}*}^ Jl 

^ S^7l(high shear granulatorHH S^s->^cf. ^, 0} nfl -g-o] -g-^-^o. ^ ^ 
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^ 20%!- 3^*r*l #5-^ *>^^. <S<H^ #3^r * sfl^H ^KSL 0.3-1 

mmS] ^^cf. 100 mg£] A# f-^r*}^ szf^^- ^^6\] ^t}^ ^ 



<6i> ^A]^] 4: 

<62> oi: # A ^ 301-S- 4:6^ ^%=alS. ^l^^Jl^, ^*H1 3 jzj. a] 



<63> ^Alofl 5: 

<64> oi: # A ^ s.^^ 301^ 5:5^ l^i (roller compactor) 

, * 10 rpm, ^Em- 4-5. 20 rpm, *ll 18 IS. ^>^^f. 18 J: -f-^Rr 

«y^r£ 1 mm o]*}*) ^IS^^f. 

<65> A]A]afl 6: 

<66> ot^. A> HPMCCMetolose 60SH, 4000 cp) ^ ^K^l; pfzii-i]^ 5:5:0.13] ^ 



<67> -*]A]ofl 7: 
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< 68 > A, 7> = J±1- 934NF, PVP K30 ^ p>ZLt)l^^- 4:4:2:0.12] f^HlS. 



<69> ^a]^] 8: 

<?o> 44 250 gSl HPMCCMetolose 60SH, 4000 cp)«- -g-*H ^Jl 5 

^ 5 a>o}^ ^ aj-ej 0.3 s., t- ^J£ 10 rpm, i3f 20 rpm, *| 18 

is H ^uzj-, 450 g£] «g^o.^ 10 nl^-o} ^sq&i}. 4^ # 

3.7]7\ 0.355-1 m°A 235 g°l , 0.355 mm^l 190 g^lSfttf. 100 mg 

3 ^# A« ^-R-*Hr ^HMl-I- ^2^4. 



<7i> ti]3ac^ 1: 

<?2> ^1- A» #5pd/HCl 10 mg/mtS ^ ^lS^t}. 



<73> n]ja<m 2: 

<74> A 1Q0 m ^r ^"^ofl ^ij}<*| ^^}* ^S^t}. 



<75> hIjU^I 3: 
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^# A, -B-^ ^ 5:3:22} ^^HlS 7>*H -$->fH]^ PVP-K30 ^ 

-8-^l-ir 7r*H ^^>^T=f. ^1(500 £2.^)5. ^ ^ofl^ ^-8: <2 

5W. ^# A* 100 rag ^j-*}^ jq-^^- ^JH] ^*}-<*| #4fl;*j|§ ^^>^t^. 

<77> Al^C^l l: 7lHH^ ^^p. 3=o} 

<78> 7fl(8~12 kg, Covance Research Product MI, ^8r£(22d3 °C)^ ^JE(50 

d20%)7} S^Slfe ^^-g- ^lol^lofl^ A>^>^^, A>JL<4 T^^-Tll ^-#<5} 

2] 1-4 ^1 3^3. ^ 500 ^Sr^ol ^A>7lS 

^(cephalic veinHH *D#)?r ^, HPLC 
<*| ^El^tf. ^ofl ^fl^^ ^<*| ^(controD^f ^ * 30 , 60, 90, 120, 

180, 240, 360, 480 ^ 600 ^r°fl ^ ^1^}^. s.s. 2 yfl h.-^ 

•i:^- ^^r^-^, ^^^-^ ^ HPLCS ^e>«^. 

^Hd£- 0.5-10 g/ml ^5L ^^HH Alsj^^cf. ^A-flol^ ^^-^ 

(Shiseido Capcell-Pak) Ci 8 ^ ^^>^cf. HPLC^ #Hfli-LC10A ^^efl 

^1^1- iEH^fl^, CBM-10A 7i^?lH ^ ^ 2.^, 2 7fl£] LC-10AD ^H, 
7)7} <&±r SIL-10AXL ^S^l^E^ SPD-10AV ^-{d ^%7) (Shimadzu, 
GLP-2050+ H^bKLG tR")3 ^3<H 5^. 283 

nm^ ^o\)*} 7}Sl] &^^1-JL, 1 mlS, <5>534. <>} 

^|£MB14 0.1% EB]t^SoH]B^/5 mm ±^ ^H^-g- z|z}- 47% ^ 53% 
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!L&f>}JL 2 ^tflofl HPLCS. ^^4. ^ ^ M eflojE^ ^ ^JES>}- 

^31 neflHS. Sa1^>ji, HS.ZL^(Win-Nonlin program) (Scient i fic 

Consultion NC, *l^r)l- °l-§-*M ^l-n 1 ^ S.'S (non-compartment modelH 
3J-8-*M, ^7l(t 1/2 ), sU^JE^), ^jl^o] ^RKT max ), AUC inf , AUCi ast) ^ 
°l-§-l-(BA)^ sf-g-s^ sfe^-D]Eil- 31^}^. AUC^r I^li°lf 
^(trapezoidal rule-extrapolation) ^^^r z^-g-^^^ , BA^ (AUC P0 
Dosei V )/(AUCiv Dosepo)* ^l^>^Cr. *>7l S. H ■& 7lH 

U J: f:\5l 5L^ <£X\d\] ^ alm^o) Ajtg a] 5 oo mg^ ^l*r ^"M* 

<79> i] 





^A|Oj| 1 


4M<HI 2 








U|iilc«|| 1 








22 


19 






22 


42 


36 






17 


20 


20 


15 


15 


4 


8 


6 



<80> 
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^t^lM" 3*1* ^]S*>7l 2:^ Igoj A}-g-£)^ oj-g-*!: 4 

^^(tilS^l 3)2] ^oflSL -g-Al- j=a} ^ A^loj-g-^-ol Q%6\] ^S}<% 

cf. ^ Ji^>, €3^, HlESi, 7>=iL* ^ 3i^># ^-R-^Rr 34^^- 
M^K^Hl 1, 2, 6 ^ 7)xr £-4** ^<*1 ^ ^MH-g-t-°l 15~20%S -g-<*} ^1 
^ofl alefl 4 ~5 wfl 7flAj=j «<>l-g"I:* iL^-^c}.. ^*fl^^ 

O-S^, tflS -g-#sM ^ ^ H^a]4 ti>-§-^ ^.4 

t isf se^ ^# Aj^-4^1 ^^-o.s <y*v ^ ^» JL^ «oM^" 
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[3^8- i] 

ii ) <9*||flJ-3 O.S ^ ^ JL-gr*} 

# ^"fi^Kr, ^ 41 *1 ot-o} « 0 Vxl*>7l ^ ^ 

2] 

[^T 1 * 3] 
4] 

9X°]*\, *)*fl*fl°} 

5] 

[ Sj-*M 1] 
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#71 

n ^ 1, 2 3°)JL; 

^i, C 3 - 7 4 0 ltitl, ^1-1, -SOaR 1 , -S03R 1 , -COR 1 , -C0 2 R 2 , 

-P0(0R 1 ) 2 , -(CH2) m C0 2 R 1 , -(CH2) m S0 2 R 1 ) -(CH 2 ) m S0 3 R 1 HLfe -(CH 2 ) m PO(OR 1 ) 2 ^^ , 

<*|7H R 1 ^- Ci-e^, C^H^ 0 ^, -(CH 2 )<4lL 2L^r -NR3r4o] 

— » 

R2^ Ci-e^^, C 3 - 7 A>ol#S.^^ ( -(CH 2 ) m o>^ 5£*r ^l^o^, 
1, 2 £E^r 3o| Jl, 

B^r Stt Ci- 6 ^2|o)^; 

C ^ ^3 CLjg. ^fc, ^l^T^ Ci-4^, CF 3( 

n, o ^ ss. ^.i-^-s.^ 1-3 7fl£] ^nul^i-s. 5-6 ^ 
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.X X-Y y-X 

E^r Y " Z 2 -V^o H ; 

<*}7H S, 0 5E^r NR 6 °] jI, 

Y ^ Zfe N CR 6 °H 

<^7H R5^ ^ ^ Cl- 4 ^°1^, 

R 6: b ^L, CF 3 SL^ Ci-4^:^o1t^; 

-C(NH)N(R 7 ) 2 , -C(NH 2 )NN(R 7 ) 2 , -C(NH 2 )N0H SE^- -CH 2 NH(R 7 ) 2 <>1 Jl, R 7 ^8r -§-<i^} 

6] 

^5%H1 9X^^, S}-^ 1^ ^#^1 (2S)-N-{5-[^l^(°l D lii) 13 flW]-2-^o 1 l^} 
"fl ^-l-{ (2R)-2- [ ( 9\ ^ A] u\) ^ ) ^ ] - 3 , 3-v) z\] ^ 5. ^ }-2-3X| S-e] £ 7 > a 4A>nl^o] 

7] 

*U4*<H1 sa«H>H . ^Jel^lf, #<*H3^ ^3. £ 31^3 

#. 

[3^8" 83 

5U*H, *1*Ml7> S-18326, S-31922, R-Piq-Pro-Arg-H ^ 1 S^7>B 
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9] 

10] 

^9%H1 ^ -¥-*Md jL£x\7} ?}ilU±#, *Ms^HHS3£*llfi 

11] 

^lll%> *I]10^ tb %H1 ^ ^-g-Sl^r 37>*fl 

I^t 1 * 12] 

all 11*41 5fl°H, ^ Hfe ^ ^HMl, 5^ ^*fl ^Efl^ ^ 
[^t 1 * 13] 

*«ir*4| sa^i, ^-§-3^ %7}*}7} ^^*\}9l 

[*j^* 14] 

15] 

^ii3%m 5a 
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i ) 10 ifl*l 90 

ii) 10 vfl^l 99 f^^l ^^v ji^>; ^ 

iii ) 1 vfl*l 1000 ^5^1* ^-fi-*Rr *H*fl. 

[^^MJ- 16] 

- ol: #Jz j. 0. S *)-g-S)fe ^nV «-aV^ JL^l- ^^l £tNHr #711-1- J&^*> 
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